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requires careful thought as to the tiipe of-model o i e is no knowledge of actual hormone distribution patterns going to fit to the data." We and they have applied a or distribution volumes and is available for computer two-compartment model to the T 4 tracer data, and it is : ipplic%rhn: , -.
important to point out that both analysis systems indi-I n summary, we agree with Drs. Dell and Ramakrishcate fetal hypothyroidism and imply minimal placental nan that there are more accurate approaches to analysis T 4 transfer. T h e "final slope" approach which we emof tracer kinetic data than the "final slope" method ployed entails calculation of the biological half-life which now has very limited application. T h e weighted and apparent distribution volume from the final single least squires technique [l] is one of these. exponential disappearance curve. I t is quite true that
We would emphasize again, however, that reanalysis this method always leads to estimates of plasma or of our data using this approach reduced the apparent metabolic clearance rates which are biased to some de-T 4 distribution volume and T 4 turnover in the fetus gree, and the method can be used only if it has been some 20%, so that the thyroidectomized fetus is even
shown that the bias is minimal. I n comparative studies more hypothyroid. our experiments were conducted, we had assumed that the bias in the "final slope" approach was minimal for iodothyronine kinetics. However, in recent computer simulation studies conducted in collaboration with Dr. Joseph DiStefano 111, it has become clear that this is not the case, particularly in noneuthyroid subjects [3] . Thus, a more sophisticated approach, such as the twoexponential approach of Drs. Dell and Ramakrishnan, would be preferable to the "final slope" method in these studies of the hypothyroid fetus. Ideally, the model-free integration method is the simplest and, in principle, most accurate method for calculating metabolic clearance rates when sufficient data is available 161.
However, as another alternative for studies in the maternal-fetal system, we have proposed an explicit model to obtain steady state maternal and fetal hor-
